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WO 2001-US48396 



DATE 



20011029 



A2 20020502 
C2 20030417 
A3 20020725 

W: AE, AG, AL, AM, AT, AU, AZ, BA, BB, BG, BR, BY, BZ , CA, CH, CN, 
CO, CR, CU, CZ, DE, DK, DM, DZ, EC, EE, ES, FI, GB, GD, GE, GH, 
GM, HR, HU, ID, IL, IN, IS, JP, KE, KG, KP, KR, KZ, LC, LK, LR, 
LS, LT, LU, LV, MA, MD, MG, MK, MN, MW, MX, MZ, NO, NZ, PL, PT, 
RO, RU, SD, SE, SG, SI, SK, SL, TJ, TM, TR, TT, TZ, UA, UG, US, 
UZ, VN, YU, ZA, ZW ' 
RW: GH, GM, KE, LS, MW, MZ, SD, SL, SZ, TZ , UG, ZW, AM, AZ, BY, KG, 
KZ, MD, RU, TJ, TM, AT, BE, CH, CY, DE, DK, ES, FI , FR, GB, GR, 
IE, IT, LU, MC, NL, PT, SE, TR, BF, BJ, CF, CG, CI, CM, GA, GN, 
GQ, GW, ML, MR, NE, SN, TD, TG 

A5 20020506 AU 2002-32586 

US 2000-244023P 
WO 2001-US48396 
Streptococcus pyogenes nucleic acid mols . encoding 
pole, dnaE (subunit a), holA (subunit 5), holB (subunit 
5 f ), dnaX (subunit t) , dnaN (subunit p) , SSB 

(single-stranded DNA-binding protein), dnaG (primase) , dnaQ (subunit 

e) , dnaA and dnaB proteins, as well as nucleic acid mols. 

comprising the oriC origin of 'replication are provided. The encoded 

subunit proteins of s. pyogenes DNA polymerase III are 

also provided. The nucleic acid mols. and proteins are useful for 

reconstituting replicases and polymerases for sequencing, amplification, 



AU 2002032586 
PRIORITY APPLN. INFO 



AB 



P 
W 



20011029 
20001027 
20011029 
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and screening for compds . which modulate the function of the polymerase or 
replicase. 

IT 419927-96-1, DNA (Streptococcus pyogenes gene 
dnaN) 

RL: ANT (Analyte) ; BSU (Biological study, unclassified); BUU (Biological 
use, unclassified); PRP (Properties); THU (Therapeutic use); ANST 
(Analytical study); BIOL (Biological study); USES (Uses) 
(nucleotide sequence; Streptococcus pyogenes DNA 
polymerase III holoenzyme subunits and their genes) 
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DNA replication proteins of Gram-positive bacteria and 
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PCT Int. Appl., 238 pp. 
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Patent 
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PATENT NO. 
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DATE 
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20010208 
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W: AE, 
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CH, 
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GM, 


HR, 
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PRIORITY APPLN. 


INFO 














US 1999-235245 
US 1999-146178P 
US 1998-74522P 
US 1998-93727P 
WO 2000-US20666 




A 19990122 
P 19990729 
P 19980127 
P 19980722 
W 20000728 



AB The present invention relates to a-large, a-small, 5, 

S 1 , t, p, SSB, DnaG, and DnaB and (polC, dnaE, holA, holB, 
dnaX, dnaN, ssb, dnaG, dnaB) genes encoding them from Gram pos . 
bacteria, preferably Streptococcus pyogenes and 

Staphylococcus aureus. The individual genes and proteins or polypeptides 
are useful in identification of compds. with antibiotic activity. Thus, 
the structure and mechanism of the chromosomal replicase of s. 
pyogenes and S. aureus have been elucidated. These DNA 
polymerases use a sliding clamp (the dnaN-encoded p 

subunit) and clamp loader (the dnaX-encoded x subunit) . The clamp and 
clamp loader components of Gram-neg. cells could be exchanged for those of 
Gram-pos. cells. 
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Isolated DNA molecule from a Gram positive bacterium 
encoding DNA replication proteins used to identify 
compounds which have antibiotic activity, 
B04 D16 

BRUCK, I;- O'DONNELL, M E; WHIPPLE, R; ZHANG, D 

(UYRQ) UNIV ROCKEFELLER 

91 



PATENT NO 



KIND DATE 



WEEK 



LA 



PG 



WO 2001009164 A2 20010208 (200115)* EN 238 
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LT LU LV MA MD MG MK MN MW MX NO NZ PL PT RO RU SD SE SG SI SK SL 

TJ TM TR TT TZ UA UG US UZ VN YU ZA ZW 
AU 2000067499 A 20010219 (200129) 
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PATENT NO KIND 



APPLICATION 



DATE 
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AU 2000067499 A 
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FILING DETAILS: 



PATENT NO 
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PATENT NO 
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PRIORITY APPLN. 
AN 



INFO: 



WO 2001009164 



19990729 



US 1999-146178P 
2001-147453 [15] WPIDS 
AB WO 200109164 A UPAB: 20011129 

NOVELTY - Isolated DNA molecule (I) from a Gram positive bacterium 
comprises a coding region from a polC, dnaE, holA, holB, dnaX, 
dnaN, ssb, dnaG or a dnaB gene. 

DETAILED DESCRIPTION - INDEPENDENT CLAIMS are also included for the 
following: 

(1) an expression system comprising an expression vector into which 
is inserted (I) ; 

(2) a host cell comprising (I); 

(3) an isolated protein or polypeptide from a Gram positive bacterium 
which is alpha-large, alpha-small, delta, delta prime, tau, beta, SSB, 
DnaG or DnaB protein or polypeptide; and 

(4) a method of identifying compounds which inhibit the activity of a 
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polymerase product of polC or dnaE comprising: 

(a) forming a reaction mixture containing a primed DNA molecule, a 
polymerase product of polC or dnaE, a candidate compound, a dNTP, and 
optionally a beta subunit and/or a tau complex, where at least one of the 
polymerase product of polC or dnaE, beta subunit, tau complex, or a 
subunit or combination of subunits is derived from a Eubacteria other than 
Escherichia coli; 

(b) subjecting the reaction mixture to conditions effective for 
polymerization extension products in the absence of the candidate 
compound; 

(c) analyzing the reaction mixture for the presence or absence of 
nucleic acid polymerization extension products; and 

(d) identifying the candidate compound in the reaction mixture where 
there is an absence of nucleic acid polymerization products. 

USE - (I) encodes proteins that replicate the chromosome of Gram 
positive bacteria and are used for sequencing and amplification of DNA and 
in drug discovery to identify compounds which have antibiotic activity 
through interference with replication. The methods identify compounds that 
are active at the level of DNA replication and result in arrest of cell 
growth or cell death of bacteria to treat bacterial infections in animals. 

ADVANTAGE - (I) encodes proteins which provide further targets for 
antibiotics. The methods are amenable to high throughput screening assays. 
Dwg.0/21 



L9 



(FILE 1 US PAT FULL 1 ENTERED AT 09:57:14 ON 04 FEB 2005) 

19 S L5 OR L1(L) ( (STREPTOCOCC? OR S) (W)PYOGEN?) 



L9 ANSWER 1 OF 19 US PAT FULL on STN 



ACCESSION NUMBER: 
TITLE: 

INVENTOR (S) : 



2005 : 30758 US PAT FULL 
Microbial operons 

Wang, Liangsu, San Diego, CA, UNITED STATES 
Zamudio, Carlos, La Jolla, CA, UNITED STATES 



PATENT INFORMATION: 
APPLICATION INFO. : 



NUMBER 



KIND 



DATE 



US 2005026189 Al 20050203 

US 2004-857625 Al 20040528 (10) 



NUMBER 



DATE 



PRIORITY INFORMATION 
DOCUMENT TYPE: 
FILE SEGMENT: 
LEGAL REPRESENTATIVE 



NUMBER OF CLAIMS: 
EXEMPLARY CLAIM: 
NUMBER OF DRAWINGS 
LINE COUNT: 
AB 



20030529 (60) 



US 2003-474768P 
Utility 
APPLICATION 

KNOBBE MARTENS OLSON & BEAR LLP, 2040 MAIN STREET, 
FOURTEENTH FLOOR, IRVINE, CA, 92614 
35 
1 

11 Drawing Page(s) 
10876 

Described herein is a method for predicting operons in prokaryotes. Also 
described herein are vectors comprising operons predicted using the this 
method as well as methods of using antisense nucleic acids complementary 
to at least a portion of a predicted proliferation- required operon to 
inhibit cellular proliferation. Methods of using such antisense nucleic 
acids to sensitize cells for use in assays to identify compounds which 
possess the ability to inhibit cellular proliferation are also 
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described. 

INCL INCLM: 435/006.000 

INCLS: 702/020.000 

NCL NCLM: 435/006.000 

NCLS: 702/020.000 
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17 Drawing Page(s) 
4217 

CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

AB Methods and systems, particularly mass spectrometric methods and 

systems, for the analysis and sequencing of biomolecules , particularly 
nucleic acids, by fragmentation are provided. 

CAS INDEXING IS AVAILABLE FOR THIS PATENT. 
INCL INCLM: 435/006.000 

INCLS: 435/007.100; 702/020.000 
NCL NCLM: 435/006.000 

NCLS: 435/007.100; 702/020.000 
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NUMBER OF CLAIMS: 
EXEMPLARY CLAIM: 
NUMBER OF DRAWINGS: 
LINE COUNT: 
CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

AB Y. pestis and P. aeruginosa nucleic acid molecules encoding dnaE, holA, 

holB, hole, holD, holE, dnaX, dnaN, SSB, dnaG, dnaQ, proteins are 
provided. The encoded proteins are also provided. The nucleic acid 
molecules and proteins are useful for reconstituting replicases and 
polymerases for sequencing, amplification, and screening for compounds 
which modulate the function of the polyemersase or replicase. 



US 2001-60290725 
US 2001-60332644 
Utility 
APPLICATION 

SWANSON & BRATSCHUN L.L.C., 
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77 Drawing Page(s) 
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CAS INDEXING IS AVAILABLE FOR THIS PATENT. 
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CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

AB The invention provides isolated polypeptide and nucleic acid sequences 
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derived from Streptococcus pneumonia that are useful in diagnosis and 
therapy of pathological conditions; antibodies against the polypeptides; 
and methods for the production of the polypeptides. The invention also 
provides methods for the detection, prevention and treatment of 
pathological conditions resulting from bacterial infection. 

CAS INDEXING IS AVAILABLE FOR THIS PATENT. 
INCL INCLM: 536/023.100 

INCLS: 435/006.000; 435/320.100; 435/325.000; 435/254.000; 435/419.000; 

536/024.100; 536/023.400; 536/024.320 
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CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

AB A method for identifying suitable targets for antibacterial agents based 

on identifying targets of bacteriophage-encoded proteins is described. 
Also described are compositions useful in the identification methods and 
in inhibiting bacterial growth, and methods for preparing and using such 
compositions . 



CAS INDEXING IS AVAILABLE FOR THIS PATENT. 
INCL INCLM: 435/005.000 
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530/350.000; 530/820.000 
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CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

AB This invention relates to newly identified polynucleotides and 

polypeptides, and their production and uses, as well as their variants, 
agonists and antagonists, and their uses. In particular, the invention 
relates to specific interaction between the S. aureus STAAU_R2 related 
protein or specific regions thereof, and growth-inhibitory proteins 
encoded by the S. aureus bacteriophage genome. The invention relates to 
the use of these interaction target sites as the basis of drug screening 
assays . 

CAS INDEXING IS AVAILABLE FOR THIS PATENT. 
INCL INCLM: 435/007.100 
NCL NCLM: 435/007.100 
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CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

AB The present invention provides compositions and methods for eliciting an 

immune response and compositions and methods for trans fecting antigen 
presenting cells. 

CAS INDEXING IS AVAILABLE FOR THIS PATENT. 
INCL INCLM: 514/044.000 

INCLS: 424/093.200; 514/150.000 
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NCLS: 424/093.200; 514/150.000 
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CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

AB Nucleic acid sequences containing unmethylated CpG dinucleotides that 

modulate an immune response including stimulating a Thl pattern of 
immune activation, cytokine production, NK lytic activity, and B cell 
proliferation are disclosed. The sequences are also useful as a 
synthetic adjuvant. 



NUMBER OF CLAIMS: 
EXEMPLARY CLAIM: 
NUMBER OF DRAWINGS 
LINE COUNT: 
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AB The present invention relates to an isolated DNA molecule from a 

thermophilic bacterium which encodes a DNA polymerase Ill-type enzyme 
subunit. Also encompassed by the present invention are host cells and 
expression system including the heterologous DNA molecule of the present 
invention, as well as isolated replication enzyme subunits encoded by 
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AB The present invention relates to an isolated DNA molecule from a 

thermophilic bacterium which encodes a DNA polymerase Ill-type enzyme 
subunit. Also encompassed by the present invention are host cells and 
expression system including the heterologous DNA molecule of the present 
invention, as well as isolated replication enzyme subunits encoded by 
such DNA molecules. Also disclosed is a method of producing a 
recombinant thermostable DNA polymerase Ill-type enzyme, or subunit 
thereof, from a thermophilic bacterium, which is carried out by 
transforming a host cell with at least one heterologous DNA molecule of 
the present invention under conditions suitable for expression of the 
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AB The present invention relates to an isolated DNA molecule from a 

thermophilic bacterium which encodes a DNA polymerase Ill-type enzyme 
subunit. Also encompassed by the present invention are host cells and 
expression system including the heterologous DNA molecule of the present 
invention, as well as isolated replication enzyme subunits encoded by 
such DNA molecules. Also disclosed is a method of producing a 
recombinant thermostable DNA polymerase Ill-type enzyme, or subunit 
thereof, from a thermophilic bacterium, which is carried out by 
transforming a host cell with at least one heterologous DNA molecule of 
the present invention under conditions suitable for expression of the 
DNA polymerase Ill-type enzyme, or subunit thereof, and then isolating 
the DNA polymerase Ill-type enzyme, or subunit thereof. 
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AB The present invention relates to an isolated DNA molecule from a 

thermophilic bacterium which encodes a DNA polymerase Ill-type enzyme 
subunit. Also encompassed by the present invention are host cells and 
expression system including the heterologous DNA molecule of the present 
invention, as well as isolated replication enzyme subunits encoded by 
such DNA molecules. Also disclosed is a method of producing a 
recombinant thermostable DNA polymerase Ill-type enzyme, or subunit 
thereof, from a thermophilic bacterium, which is carried out by 
transforming a host cell with at least one heterologous DNA molecule of 
the present invention under conditions suitable for expression of the 
DNA polymerase Ill-type enzyme, or subunit thereof, and then isolating 
the DNA polymerase Ill-type enzyme, or subunit thereof. 
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thermophilic bacterium which encodes a DNA polymerase Ill-type enzyme 
subunit. Also encompassed by the present invention are host cells and 
expression system including the heterologous DNA molecule of the present 
invention, as well as isolated replication enzyme subunits encoded by 
such DNA molecules. Also disclosed is a method of producing a 
recombinant thermostable DNA polymerase Ill-type enzyme, or subunit 
thereof, from a thermophilic bacterium, which is carried out by 
transforming a host cell with at least one heterologous DNA molecule of 
the present invention under conditions suitable for expression of the 
DNA polymerase Ill-type enzyme, or subunit thereof, and then isolating 
the DNA polymerase Ill-type enzyme, or subunit thereof. 
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AB The present invention relates to an isolated DNA molecule from a 

thermophilic bacterium which encodes a DNA polymerase Ill-type enzyme 
subunit. Also encompassed by the present invention are host cells and 
expression system including the heterologous DNA molecule of the present 
invention, as well as isolated replication enzyme subunits encoded by 
such DNA molecules. Also disclosed is a method of producing a 
recombinant thermostable DNA polymerase Ill-type enzyme, or subunit 
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AB The present invention is directed to a method for amplifying or 
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AB The present invention is directed to a method for amplifying or 

sequencing a nucleic acid molecule with a three component polymerase 
comprising a DNA polymerase component, a sliding clamp component, and a 
clamp loader component. 
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This report takes a proteomic/genomic approach to characterize the DNA 
polymerase III replication apparatus of the extreme thermophile, Aquifex 
aeolicus. Genes (dnaX, holA, and holB) encoding the subunits required for 
clamp loading activity (t, S, and S 1 ) were identified. 

The dnaX gene produces only the full-length product, x, and therefore 

differs from Escherichia coli dnaX that produces two proteins (y and 

t) . Nonetheless, the A. aeolicus proteins form a t55 1 

complex. The dnaN gene encoding the p clamp was 

identified, and the xSS 1 complex is active in loading 

p onto DNA. A. aeolicus contains one dnaE homolog, encoding the 
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a subunit of DNA polymerase III. Like E . coli, A. aeolicus a 
and t interact, although the interaction is not as tight as the 
a-T contact in E. coli. In addition, the A. aeolicus homolog to 
dnaQ, encoding the e proofreading 3 1 -5 1 -exonuclease, interacts 
with a but does not form a stable ct-e complex, 

suggesting a need for a brace or bridging protein to tightly couple the 
polymerase and exonuclease in this system. Despite these differences to 
the E. coli system, the A. aeolicus proteins function to yield a robust 
replicase that retains significant activity at 90°. Similarities 
and differences between the A. aeolicus and E. coli pol III systems are 
discussed, as is application of thermostable pol III to biotechnol. 
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AB The present invention relates to a-large, a-small, 5, 

8 f , x, p, SSB, DnaG, and DnaB and (polC, dnaE, holA, holB, 
dnaX, dnaN, ssb, dnaG, dnaB) genes encoding them from Gram pos . 
bacteria, preferably Streptococcus pyogenes and Staphylococcus aureus. 
The individual genes and proteins or polypeptides are useful in 
identification of compds . with antibiotic activity. Thus, the structure 
and mechanism of the chromosomal replicase of S. pyogenes and S. aureus 
have been elucidated. These DNA polymerases use a sliding clamp (the 
dnaN-encoded p subunit) and clamp loader (the dnaX-encoded 
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t subunit) . The clamp and clamp loader components of Gram-neg. 
could be exchanged for those of Gram-pos . cells. 
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AB The process of the invention provides for the reconstitution of the 

polymerase III* subassembly, Pol III*, of E. coli DNA polymerase III 
holoenzyme from substantially pure peptide subunits. In the first of two 
general schemes in which the subunits are added in a specified order, 
y and t are premixed before addition of 8 and S 1 . 
In the second general scheme, 8 1 is first assembled onto y 
(or t) ; then the excess 8 1 is removed before adding t (or 
y) , following which 8 is added. Reconstituted Pol III* had 
the same subunit composition as purified natural Pol III*, as well as 
similar activity. Other smaller subassemblies of the polymerase III 
holoenzyme may also be reconstituted by the process of the invention. 
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A DNA Polymerase has been identified in a thermophile that functions as a 
chromosomal replicase. The specific enzyme is a holoenzyme III that has 
been identified in Thermus thermophilus , and corresponds to Polymerase III 
in Escherichia coli. The genes and the polypeptides corresponding to T. 
thermophilus y, t, e, a, and p subunits that 

they encode are disclosed, as are probes, vectors, methods of preparation 



the methods of use. The enzymes of the present invention and their 
components are particularly well suited for use in procedures for the 
preparation of DNA, such as PCR, because of the speed and accuracy that they 
are able to achieve. 
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The duplex DNA of chromosomes is replicated in a multicomponent process. 
A helicase unwinds the DNA, a replicase synthesizes new DNA, and primase 
repeatedly synthesizes new primed starts on the lagging strand. The 
present invention is directed to the genes from gram-pos . bacterium 
encoding these proteins, and their characterization. Gene sequences are 
provided for the dnaE (a-subunit) , dnaX (gamma/tau subunit) , dnaB 
(helicase), polC (DNA polymerase III-L) , dnaN (p-subunit) , 

and dnaG (primase) genes from Staphylococcus aureus. The invention dets . 
that the replicase of Staphylococcus operates as a 3-component system in 
which a clamp loader enzyme assembles a sliding clamp protein onto DNA. 
The sliding clamp then binds the DNA polymerase III holoenzyme making it 
highly efficient. The invention identifies two DNA polymerase III enzymes 
in gram-pos. bacterium, each of which operate with the clamp and clamp 
loader, to extend a single primed site around a long (>5 kb) 
single-stranded DNA template. These replication proteins can be utilized 
in a variety of assays to screen chemical compound libraries for an 
antibiotic 

compound 
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A DNA polymerase holoenzyme III identified in Thermus thermophilus and 
that corresponds to DNA polymerase III of Escherichia coli is described 
for use in primer-mediated amplification of DNA. In particular, the clamp 
structure of DNA polymerase III can be used to extend a primer over a long 
stretch of single-stranded DNA. The enzyme may be obtained from a range 
of known thermophilic microorganisms. Genes for five subunits (a, 
p, y, e, and x) of the T. thermophilus holoenzyme 

are cloned and expressed. The enzyme is particularly well suited for use 
in procedures for the preparation of DNA, such as PCR, because of the speed 

accuracy that they are able to achieve. The dnaX gene of T. thermophilus 
was cloned using PCR with primers derived from conserved sequences of 
other known dnaX genes to generate a probe to screen an Xbal bank. The 
y and x subunits encoded by the dnaX gene were manufactured in 
Escherichia coli using the the pET expression system and shown to have an 
ATPase activity. The two subunits were synthesized from a single gene by 
efficient ribosomal f rameshif ting. Conserved sequence-derived primers 
were used to clone fragments of the other genes for subunits of the enzyme 
and these were extended to obtain full-length sequences by standard methods. 
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polymerase III* subassembly, Pol III*, of E. coli DNA polymerase III 
holoenzyme from substantially pure peptide subunits. In the first of two 
general schemes in which the subunits are added in a specified order, 
y and x are premixed before addition of 8 and 5 1 . 
In the second general scheme, 8' is first assembled onto y 
(or t) ; then the excess S 1 is removed before adding t (or 
y) , following which 8 is added. Reconstituted Pol III* had 
the same subunit composition as purified natural Pol III*, as well as 
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similar activity. Other smaller subassemblies of the polymerase III 
holoenzyme may also be reconstituted by the process of the invention. 
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